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mmm 

m^omm^fimmmtvx i fn - a /tifu >toDm^^t)-&^^fe*«ffl 
vie.nTVis 1-15223 1) „ z.(Dmm\^i fn-o \z^^m 

z.cDm.^^tD'&mmz^iommvu^^ 

ti^^VX\^^^:iii'V$>^ (Proc. Natl. Acad. Sci. USA 92 (7) : 2755-9. 
1995: Science 258 (5079): 135-40) „ c:n^TCQWBf£j&^^. littHCViS^a 

miz:id\^^x\t^mjt^^^mm(Dmmmmi!)m(^n^ z. iiiim^ib^iz^^nx^ o 

O. Immunol., 169(6): 3447-3458. 2002: Clin. Exp. Immunol., 109(3): 
25 451-457. 1997) , HCVitm^ (D:^mx^mjB^^miVX\^^^ t^Xi^n^o 
HCVit, m^\t, tfimm^mm^i^m^-^U<-r^Z.HzJ:V) a. Immunol. 
162:5584-5591. 1999) . ^fc«CD 4:fe<fct;fCD 8 TjffflJjai&^SrE^f ^eit 
JdctO (J. Immunol. 169:3447-3458. 2002: Hepatology 33:267-276. 2001) , 

^i^i)—^^y>xi^7.^Ai>^^mn^mm^miyX\r^^z.t^t^m-^nx\^>^„ 
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JigJ^^SoTVi-S (Banchereau. et al, Nature 392 (6673) : 245-252. 1998; 
Blood. 90 (9) : 3245-3287. 1997) , jfii?K:m5Kiail§«, bT5xn^ F^^^^K 

mm^mm (mdo \t. ^^)vx\zM'r^~A^j;:is—AT-mmjts^(Dm:^ 
-^mm^ oj>n^m) m^mm (pdo ^^ji^^izmpk-r^iiizm 

10 ©I^I FN<£4l(fflb, ^aiLTTh 2:^tt<t;<£:m^t-So 

$nT*5D (J. Immunol. 162:5584-5591, 1999; Gastroenterology 120:512- 

524, 2001) . :i0:i^f)^iE>, m'^mm-^^HCY\z^i:)mm-^n^^mmmmm 

15 /&^©5fFs?etcj:o. mvtmf^^'^tsskmmmzHcv^yA7!}^^^-r^:iii:^^^^ 

mizHmvx\f^^rcn'v^^(Dif)^^mm\z'r^;it\tx^m^o Hcv-fymmm 
mmmizw.mmmT^ ^ tf)^. m^mm(Dmm'^±\z{^^ib^(Dm-¥^ utv^s 

20 viz^^^x$>^M-t^mx$>^rzo 

TSei^d^T^^o MHCi^^x I MaA^:feJ:r/BM (MICA/B) N 

NKmts. mrnvrcmm^umm-r^tiz^r), m^omMmzn-r^ 

:^#SrRt^-r. MICA/Btt. -fei^e^j:^^ I MHC t), 
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cmfi^M^y-ovT. (Hcv) mm^m'r^mm\z:^^^x\t, iFNamm\z 

Immunol. 170:1249-1256. 2003) » TUtD-^, ^^HCVm^m^\Z^\^^X\X 

:iF^mm\zmm't^^ff^mxmmmtvx\t&rfoh(D'fy^h^o 

!^ff:Zmi : Wm^l 1-152231 

WWWXmi : J. Immunol. 162:5584-5591, 1999 

4-mfi'Xm2 : Gastroenterology 120:512-524. 2001 

^Wnxms : J. Immunol. 170:1249-1256. 2003 

^Hcvmmmm\z:^\^^x^'mm(Dmm^m^v, m^cm^^k^mmv. sfm 
^:^^xsff^mmm(Dm&^^m-r^rzsb(D:^mu^mzmMm^<^^m^-r^zL 

^mmm^\t, >':^-]^^-c:^7Km^np^0k^-()V7. (vsv) m^mo:>M 

b75:Vivli:, ^^\Z\tUDC±(DUi^^>'^^^'f-f)^z^=L—]^^^':fVSVmX 

\znLxmmf3inw\^^r:iVx\f^^:iiihm^7!}^zvrzo ^mm\t}i<D^^fsim 
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tf3it>t>. IL-15. 5xn^ Fm=irt^iM^fiK»J^E3^Rt/l/ 

'T^rcisfxDmMm.^m-fjm^-^n^o ^ff*b<«. i l-i s^^^-rs*^?^ 

15 »J^H^«. Cv)G^V::f^:t^>'y^^U:t^\^, GM-CSF. IL-4, 
LPS, CD40L, polyl : C. TNF - a i^^ZSl FN- r 'A'^'oU^ 

20 ^^m-r^^^mmcom-^mix m^cm^0k<Dmm\z:^\^^x i fn-qj .h^^ 
2^^?gj*. IL-15, 5XD-r Hm#4^^«£!K^fij^H^Rrjfpi^^ 
*fc, ^mm^, IL-15. ^:yi.u^Y^^^mm^^imM=f-iSLavc>j- 
■^^\z, :$imM\t, m^cms^0k^mm'r^rctb<Dmm<omm(Drcisb(Diiu- 
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mm(Dmmf3im.m 

EI2«, I L- 1 5*5j;rXl FNa t::J:^M I C A/B ©^^©M^^^Tc 
mSit, I FNcK Sfc«I L-1 5TfiJ^bfc«Jt^iMJ!StCj;^NKmM'l± 

0 4 «, I F N a ^rc\t I L - 1 5 bJ^c^^Ki^flSfc: J; SNKTO^tt 

msu. I L - 1 5 \z^^NKmmmmt^m^r:imm(D^^^^ro 
men, iL-i 5X'mm\^rcm^mf!^hNKmmt^h^>7.^:iL}im'^^ 

m9\t, I FN a ^mmvrcm^mm\z^^ i l - 1 s <D]g±$:^-r □ 

Ell 0«, L - 1 5m.^^rcitmi L - 1 5Rq; ^mz^^U I CA 

mint., iL-i 5ijmmvrzm^m^\z^^iFNax& (om^^^-ro 

01 2«. mi FNa/^RmmzJ^^ I L-l 50l^ttMI CA/BCD^S^ 

01 3«, Hcvmmm^:^^z^Mmm<DM^\z^n^m^mm(DWiit:^-ro 
mi 5tt, Mo-DCfcv-o.— H^^ryvs v-E 1 E 2 ^mmhtcm^^^ 

to 

mieU, MDC, Mo-DC*3j:tXPDCtc::feltSHCV RNAODnt!— 
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m^HCYmmmm\z^^^x\t, m^mmiz^it-f^ui cA/'B^mziRimi^^ 
^Tzo mmm i \z^-^n^^z>\z, mmta \^'^-<Dm^mmz^^^x\t, i fn 

a. I FN/3 L- 1 SJd^OMI CA/B®^ii7&til#$n^*«, H 

CV^^^#(D©JKjaBflatC*BViT«, I L - 1 5tc:J:0MI CAXBCD^mfJ^m 
#$n§d«, I FN a ^rc\tl FNiS j:oT«^^$n?feViC i:7&^^Vifc$ 

ntzo ^^iz, HCYmmmmcDm-^mm^ 1 L-i sxmm-r^t, nkm 

cDmi^#^tt:fe<J;?>'I FNr j^^50^*1^5tUfc:o ^^\z, mmm4iz^\^^x^ 
$n^ck-5lc, MJ^7^H::^-<D^4»^«* I FN a xmmir^ii I L - 1 5© 

m^-^mm-^n^'^K HCYmmmm(Dm^mmx\mm-^tif3.\f^:iiii!)m^t)^ 
hti-otzo ^n^(D^Mii)^^, HCYmmB^i!)^&(Dm^mmt, ifnoj© 
mmiz^v) I L-i s^m^T^mMmm^^iirxi^^^rztb, mi ca/bcd 
mm^mmir^ z. t^^x^-r, hrc-^^-oXNKmm^^^^t-r^ z: 
z-t^^to^^-Dtzo z.(Dz.t.ii^, m.micYmmm.m\z^\f^xiFUammz^ 
y)iiCY<ommf)mmx^^tzM^<Di-ox:^^ii^pL^n^o 
ttLt>t>, ^^mt, iL-i ssr-^tjcit^i^^iit-^. ^'&.cms^^^m 
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iL-i5«, Tmmm<Dmm^i^mt^m'^tvxmw\zmm-^n, thi 

L- 1 5(DcDNA®iH^J«$S^$nTV^^ (Science 264: 965-968, 1994) o 
±^a.y)V^^- (NK) mm, :feJ:t)?U W^i^^Mtt^b^^- (LAK) mm<D 

'7^uy7—z^\Z^\,^X0r<^l^-^nT\^^^o >i^t^\Z^^^X\,t, IL-15 

^m(D^^mmznvx^mmf3ii^m^:&\^i^. ^i^<D^^jts^<Dm^iz'^ 
m^^tcvx^^^^o 

mm:<Dm9i\z^Kf, I L- 1 57bm^mm(D^m':^n±7.f3i^mzmm^iE\z 
urn bx. ^mummi^^m^^Tzitmrn^mmcT-Lm^^^'r^ z. t.ffi^-^ 

tlTVi^ (J. Immunol., 169: 4928, 2002; J. Exp. Med., 194: 1013, 2001; 
Nature Immunol., 12: 1138. 2001) „ 1t4^mt^2^^!^'I4Ml3jS#b 
TIL-15^^:^b. Z.<D^ii\z^r)'^^ummm^mWt^ a Immunol.. 
167: 1179. 2001; J. Immunol., 169: 4279. 2002) „ Vib^VUt/^i^, m^MM 

mKmmmm^mm-r^mti\zM\^x i l - 1 5i!)m^it)^<D§^m^m^'ri!)^'s 

L-1 5i,tNKmmmwim'TtvxiiFm-r^chf}m^nx\^^rz7i)^, :i^mm\z^ 
uxu. I L - 1 5^n^mtNKmmmm\zMvx-mmf3immvib^mLx\^^ 

*^§gxfflvi§ I L - 1 5itm^<o-^mz^y)n^z.tt)^x^^o maj^. i 
L - 1 5 ^M^T^i^r^mmmm'pmmm^^mv, mmm-^ e> i l - 1 5 

±i^b/t Science 264: 965-968. 1994 {clBmoDgB2?iJ) iz^-l^i^^X. mm&m^ 

m\z:^\r^xm ^n^:^mz^ o mm^mzmm-r^ c tT&tT^-So © <fc a u 
mmi^i<D—u m^^t, i~3om i~2o<s. i~iom (m. 
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^ymMmi}^—^mxu, i^som, i~2o<@, i~io{a, 
m, 5m) , i--2m<Dr^jmnm nx^nx\^^x^^\,K ^tc, 5^^© 
mmiiumi^^mm^m\^x\f^x^^\i^o 11.-1 5^zi—^t^w.m, ^rc\t 
5 -^(D—um^it, 1 — 3 0^0, 1 — 2 oi®, 1 — 1 o{@, i—^is (M, 5 
m) . i~2ffl(Dm*) •^^x^^Tzumm-^nxir^^mn^^-r^DNA^mm 

10 m, ^-^mmomm^mm^, ^^zmn. Mm. m^mm. m%mmmm^(D 

15 ^bTtt. m^±m^^^xm\^^^m'^iz\t, b 1 a^a^— c a tyn 
=e-^'-, laczyn^-^- m^^i^a^«t«TfflVi§J^^»c«. 

R322. pUCllS, PUC119, AgtlO, Agtll. pMAM- 
20 neo, pKRC, BPV, "y^^^T, SV40, 2 -5 ^ D >^7&t-g-^n-5o 

$&fc. i^^-^)vmm^m\^^xm.mxmB'm^^mmm-^'it^^^\z, 
m.^^mBm^m(Dmmnt(Dm'^mmn(Dj^x^m-^'\t^^'^\z. ^^^-^ 
mmr^^t^^x^^o ^<D^-of3i^m^^^-(Dmm\t^m^m^m\z^\f^x 
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T#^o mm\-t, i^^xmrn^u-^h^^y^-, hplc, -i^y^m^u^ 

10 mmmuti^^%^'t^>t^-t^rm^t-^\z-^nx\^^is.\f^ti^, ^M<o^m^^, it 

:^^m(D-^^\z.m(Dm,^\z^\f^x\-^, ifmmm^\t., ^p<^Hcvx>^n- 
y»MeMT^Mbfc>'a.-H37-ry7K?S'i4Pi^i*^'^-r;vx (vsv) ^mmsi 

15 laic^ab, »>^;i/Xj&«l^JJ&p«3tc:gA-r'53&^S;i»^^il^;^o s^o.- HiS'-r ^vs 

vtt, iyu->m^MfiK (GFP) ^3j^-i$^--jife^^-e®'^yA»ftc:^-r^ 
vtt. ^mm(DUT^c\zmiVkt^ifi, ^m^mm^^^x^^t.\z^y>^^^'^ 

IFN-a i#ffibTffiVi&nSo r^XD-r Hm^t^m^tKMSitH^J «, 

pG:tU:^5^=t-^'>^^^:^5^H. GM-CSF, IL-4, LPS, CD40 
L, p o 1 y I : C, TNF- a I FN-r :^^#tf 8)^1^. CpG:tU 
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5 VSVJC^rSMDC®^^tt^iST^ii-feJ:tj&^58e.5&^»c:;^ofc. GM-CS 
F. IL-4. TNF-Q! :feJ;rJ?I FN-r ^V^rnfe, Ml^m5&^e»^^M 

po 1 y I : C«. <^4>iiiIJ3a®Stt'ffcS^i:bTJ:<^e)nTVi-5o c:ne>ODH 
10 ^©Vifnfe, CpG:tU::Jx:t^'>p?^l/:t^HCD'R;t)0tc:fflViS^:^:7&t"e# 

ViT, I FN-Q! *fe«U/ttfU ><hia^-&;b-ti-TfflViS;ii5&t-xr^;g,o 

2^^Bj^e.«$e>{c, MDc±©ixi^5^ >^^^^ffixy=L- K 37 -r y V s 

^3.— K^-ryvs V-E 1 E 2(DMDC'v(7)«A«. 'T>:^>Jc:cJ: 
^*{bi^:feJ:t;fgiWi7 5^>$T;fls:^^^ViS^:t5&t'^#So 2 gJiJKD 1^^575^ >j^-g- 

MffF3*^(D?&^tC:feViT, I FN-Q! Sfc«U Ak*U ^^im^-^^b-frX^ V^-S d 
25 i:7&^-e#So 

m^mmwLm'Tl^zs/'^rz\tu^^>^^^mm, $ ^jci^^mjci&ct i fn- a 
^m^x. mm^m^miz^\,^x^<m^tL^m^m\zn^L'D^mi^tt^\z, 
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^i^^^^o. 1-9 9. Qmmxm^ir^o fsii^, ^^^mm-irm^^^fs^^^^f}^ 

5 )^P^#ffllc«, IL-15. ^XD-r ^fm^t^iHJ!S^iK^flMHT. ^fettl^ 
^mnlSi^mizn, IL-15, $xn-r Hm^t>^TOfigi?lPMB^, 

10 u^^y^^mm^, m^mzn^ht)^mm, mmm, m^m. ^mm\, ^ 
mmmiiii^iz, ^mmmm, mmm, %m, ^v-am, ^mm, mxm, m 

mm<Dm^\zmmitr^z.h-fyix^^^o mmm<Dm:^iz:is\,^xit, :^mm<Dmm 

mmmm0^m^mzm^ik(Dmmm^izmm-t^ziLi)^x^^o -^^iz, 

7i(im^m\^^x7i(.mmi^rc.\tmmm^mmvx%^\r\ ^Mz^^^^mizu, * 
mm(DmmM^mmtv, 1 — x^tc\ty'y:fym(Dmmf3imMht%\zm 

20 mm(Dm.M&M^m'^'r^^iiiz^v)mm.-r^^ii-A^x^^o $e.ic:, :^^m<D 
mmm.fSLmit. :e^^j'^'-^hv^:7.m\zmxvx, mf^ikmmmmti^xm-^t 

^m^^Tsnm.\z^ ^m^ x$>^ ^ tf)^x^, mm^-^^^^-r^ z. t-^^x^^o 

r>m^x^y)o^. 

\/^^<o\zmz^mxh^o a t(Dm.^^i^'&mmz^\,^x\%, inf 
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-at. IL-15, ^xn-i- Fl^^:|^iB«»MH^, ^rzJttU^^>m 

-?vvffi^-ox%^\^^. mumxh-DX-h, ^^mumx^'DX^, 

10 afe;/tO#:ai k g2b^«P, *?J0. 0 0 lmgj6^e> 1 0 0 Omg©|gBB. $F^b< 
tt^O. 0 lmg;&^e. 1 0mg®igHt;^§J:"5. 1 B tc: 1 lll3&^e>^lsIS#T-& 

*^BJ©iafifei^«*fe, INF-Q!<>, I NF- a ,h<Dm^-&t)1i-&t3iir?& 

:^^m\z\^tc.ifi'Dxm$M.^m^^m'r^tz.^(Dnn^^tszLt.i!)'i 

^ jfS 

1-6 \z^\f^x\t^'r<Dm^^n-^^^m\f^rz.o 

25 ;^Cc T'^TWHCV^^a^H, Jfil?ftn;HCVin;#::feJ;Z^HCV-RNA©M^ 

tf^-otz. ^fz. mmmz]km7^=->T^y h^>7sy3i^-^ (alt) i^^ 
ji^m^vx, Hcvmmmm^mm^&^Mmmm(Dmmiz^y) 2'D(Dm\z^ 
mvTzo ^ii^m^rc\tmw}&^f3iALT±^^^vrzBm (n = io) ^*cH-l 
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mt^mv, 2^&,±iE'^fs:ALT^mm\z^vrzm<Dm^ (n=io) \tc 
H-2 t^^bfeo mmfs.-^^^>v-^r^^zS'm^HCYmmmm(Dmmmsk 

il(c:J:D¥ilb;^PBMC^A-n-;i/ (s i gma Aldrich. St 
5 Louis, MO) (D3m(Dmm^m (1. 076, 1. 059. 0 

- hiyf:!^, ^mmm^^w^^v, mmmm^, io%pcs, lou/^mL© 

^-vU >/7. 2mmo I /h<DL-ir)l^^B.>^^^, G 

10 M-CSF (lOOOU/mL, ^U>lf-;V) , :feJ:r;tIL-4 (5 0 0U/ 
mL : S t r a t hma i m Biotech. , Hannover, Germ 
any) 5rffi3teL;^T-r7>n-:/^^-r-^';HSife (Gibco-BRL Li 
fe Technologies, Inc. , Gaithersberg, M 

15 IFN/S (MV) , IL-15. IL-12, I L - 1 8 *3<fcOTNF a (R«& 
D Systems, Mineapol is, MN) . 

(B) DCtCcfettSMI CA/B!^^<3D:7D— !f-f h;>t hU4^*f 
DC (5x1 0^) ^, mUl CAXB^y i7U—^JVm^ (6D4) 

(Science 279: 1737. 1998) hh%\Z4X:-V3 O^m^ >^::L^—hVrco 
20 Izmm^^^V, F I TO 

-il^vr>;^Jt'V^I gG (BD-Pha rmi ngen, San Diego, 
OA) ^~Aifii^i:VX4X:'^3 O^m^y^zL^—hVfzo )k\zm^^2^m 

^v. 2%A^MAT)iy'}i\^mm'emm\^rco m«FAcs c anv'7^5^ 

A (BD-P h a rm i n g e n) ^m^^Xyu—^^h^h^J-V^^V, CE 
25 LLQuest (^^) V :7 h "i^XT^ffl ViTx-i5':9-^ff^fTofCo 

(C) RT-PCRtCJ;-5DCTCDmRNA^3S®^;&f 

ISOGEN (--/3i?>>?-» ^ffiV^Ti^RNA (iMg) ^It&ffiU, 8 Op 
mo icD^^^Ay^'Tv- C^pji) *5j;r;:i Ommo 1 /LCD^^it^S^^ 
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^i'&tJ^ 5 Ommo 1 /LOT r i s -HC 1 , 7 5mmo 1 /L©KC 1 , 1 
Ommo 1 /L(DDTT, 3mmo 1 /LOMg C 1 2^^tXl 0 OUCD^nn 
— ^X^ejfil^^7-r;i/;^UA-X h^>7.t^U:/^— if (G i b c o-BRL) 

1 0 pmo 1 0#-fe>X:feJ:tKT>5^-b:>xy^-rv-, 1 Ommo 1 /LODT 
ris-HCl, 5 Ommo 1 /L<Z)KC 1 , 1. 5 mmo 1 g C 1 ^ 
#2. 5mmo 1 /La)-7^:t^>'5?>7l/:t5^FHU>M. :feJ;a^2. 5U©Ta 

£;T©y^'l*"T— : M I C±>:^ : 5 ' - ACAC C C AGC AGT 
GGGGGGAT-3' (i33?iJ##l) ; M I C AT>5^-fe>X : 5 ' -GC A 
GGGAATTGAATCCCAGCT- 3 ' (l3^J#-^2) ;MICBT> 
5^-fe>7. : 5' -AGCAGTCGTGAGTTTGCCCAC- 3 ' (iB3^J# 
-^3) ; IL-15-fe>7.: 5' -TAAAAC AGAAGG C AACTG- 
3' ; I L-1 5T>^-fe>;3^ 5' -CAAGAAGTGTT 

GATGAACAT-3' (iB3?iJ#-^5) ; I L - 1 5 R a -fe>7. : 5 ' -G 
TCAAGAGCTACAGCTTGTAC-3' (BB2?!I#-^6) ;IL-15 
R a T>5^-lz>X : 5' -GGTGAGCTTTCTCCTGGAG- 3 ' 
(iB^J#-^7) 

mm':fUhnMt&,~f(Dt:ioy)-V$>^ (MIC: 3 5+>--r^;k 9 5*0 

6 0#|^, I L-1 5 : 3 01}--f 9 Q^C, 6 G^PbI. IL-15Ra!:3 

51^-(^)l, 9 9"C. 6 0#^) . J^CfC. 7=.-V>^Xm (MIC: 5 St:, 
6 0#Fb1 IL-lSieCC. 3 0m^, I L- 1 5Rq! : 5 Sr, 3 0# 
FbI) 43cfcm*fi (M I C : 9 0 IJ^FbI 7 2'C. I L - 1 5 ^J;!)? I L - 1 5 R 
a : 6 0#Fb1 7 2'C) o 

^Rg<hUT. G3 PDHJC#S«J75:y^-r-7- : •fe>;^ : 5' -GCCACC 
CAGAAGACTGTGGATGGC-3 ' (SB^J#^8) *5J;r;fT>5^-fe> 
;^:5' -CATGTAGGCCATGAGGTCCACCAC- 3 * (ge^J# 
•^9) ^ffiViife. 
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(D) mm^m^m 

pis?&«<o. oiT^^i^. mmif}^mM'v$>^tm^rco 
mmmi-i. hti-^ y\zj;:^Mi cAyBmm(Dmm 

f)'^^m^rco ^mfsi}^-^- (n-do ^rcUHcvmmmm (hcv-do 
^^i^<Dmm^^Dc^mmi^, ^mmeuiziFNa (looou/mD , i 

FNjS (lOOOU/mL) , TNFa (lOng/mL) , IL-12 (10 
ng/mL) , IL-15 (50ng/mL) , ^^ZSl L- 1 8 (20ng// 

mL) -^2 4mmmm.vrco mz, 7u— y--r hUJcj:OMi ca/b^^ 

lEnf3i\^±-f)^^<DDC (N-DC) «, I FNa FNjS fdJS&^b 

xMi cAXB^m^iyrzi)^, Hcvm^mmib^^<DDc (hcv-do 

•fnom^hUI CAXB^^mVfSiib^-Dr:io IL-lStt, N-DC:feJ:t;CH 
CV-DCJc:feV:kT. ^^SMCM I C A/B ^M^T-S ^1 i5&^'T^7tc Z-tlizM 
V. TNFo!, IL-12, ^fcim L- 1 SJiMI CA/B^a^iiSby^d^ 

HMgiJl - 2. M I CAx^B mRNAg)RT-PCR-$[»ffi^ 

fiJSItUTVi;S:ViDC, IL-15 (5 0 ng/mL) TiiJS5[b;^DC:feckrJtI 
FNor (lOOOU/mL) TMbfeD C;^^e,^n^*n^RNA^^^b. R 
T-PCRJ;icfctlM I CAmRNA43cfcZ^M I C BmRNAOD^^^^^Lfea: 
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mmu\^i— (n=i5) (Hv) , mnf3:A-LT^^-rm'\iHCYmmmm 

(n=10) (CH-1) . *3j;t)?^Me^jfeiE^ALT W;i/^^-r^1tttHC 
Vmmm^ in= 10) (CH-2) <Z)P^©MI CA/B^^<^Jti^Lfep IF 
Na *fc«I L-1 5T?Pmb;^DC0DMI C A/B^3^S::7n— l^-i' hp^h 

cv-Dcn, iFNa-vprni^Tct^. ALT m'^(o^mizf)^^^t>^ru I 

CA/B^^31b7^75io:feo ^(D:it\t, HCV-DCtd^SViT I FNa 

JVT^aU J^tC?^^3in-r HTMilb;^ (StemCell Technol 
ogies (Vancouver, BC, Canada) )« Mf!^<D 9 0 %&,± 
«CD 5 6 +CD 3 -U >A°i3e-Ira&o^, ji^bfcNKm^. 2 A^X.)V1^m. 
M (5. 0 X 1 0''i@/''i7X;i/) X, 1 0%FCS:feJ:rJ^l OU/mL©^zi>' 
20 U>/X hl^y h"7-r'»^«^b7tRPM I 1 6 4 Oig^4'Ti§aibfeo 

^mi^ (N-DC) ^rcitHcvmmmi^ chcv-do ^^>o(ddc^, if 

Na (10 0 OU/mL) ^rz\tl L- 1 5 (5 0 ng/mL) T2 4mmpm 
h. 1. 0 X 1 0''<@/mL®|g^T«>x;i/(c:inA, NKiBJ!Si:^:t>fc2 4NfPb1 

25 m^^y«y-fe-l'tlOT©J;-5{3bTff-DfCc r (K 
5 6 2) ^NKyuC^mm ihy>:^^JL)li^Xy^AX% ^fcUUVX') , ^ 

fe«N Ki^ijia^M^^x, ffi>«r ® X :7 ji i7 ^ -xmmitx 4mm^>^:i^-h 
}^f^nm\t. ^n-m5%Tr 1 1 on-xsfc«i§^(D^T'r>^i^-hb 
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5 NK*IBflS®Mflai*lI FNr ^^«OT©i5Jc:bT7»y-fe-r bfeo ±^0J: 
5fCDCi:i«bfC2 4^FBlig«bfeNKlffl|jS^. 1 0 n g/m 1 (DFMA^^Xf 
1 Atmo 1 /LO-fr^e-y -T-f (S i gma A 1 d r i c h) tt'hlZ^y 
^a.^—h\^rc.mz, 1 ti I ymhOGo 1 s iP I us (^Bmm (BD 
-Phanmngen) (O^^TXS 7'CX4mm^ y^^r^—hlyfcW:, NK 

Cy t o f i x/Cy t o p e rm i^m^U) (BD-Ph a rm i n 

gen) T^MT15:^TOSb. :^lZF 1 T cm^-tfil FN r "t/ ^ U — 

^mvrzo yu—*jr-( hy^hViz^n^^±Mm.(Dmti fnt ^%wr^c 

15 D 5 6 ^mm^^-to 

I L-1 5f!l8J[N-DCitt>lC^i§aib;^NKMR :>fee>mcl FN O! f!l 

I FNr M^ffimixi\^x\^^ti. Jitifc^L, i L - i s-efi) 
^L;^cHCV-DC«NKiiM^^'l4^bbfc:0^'. I FNa Tfi|^b;^cJl'&t^« 
20 NKm^tt<b^^^;&d^"3fc (0 3*3J:tK4) , 

it$!^®feJse>lc:, ff;'S:{c:¥ilb:rcNK«ai|gS:, 5 0 n g/mLOD I L- 1 5 
t)Jc:2 4^rBl^^L, ;^fc:K5 6 2i^J3a^^^tt:fej:i;ti FNr M^^Tv"^ 
-Tbfctd^. I L-1 5^ng#«NKi®flS^^#^b-r'g>^t5i>iT^:^;6^ofe 
(®5) o b;^c:/^)^'oT. I L- 1 5y&^'NKmtZj»^e*)^mS:J^t^T<3D-e«;^Vi 

25 ::<h/&t$i^^n;^co 

mz, mz.\zWm\^tzNKmMt I L - 1 5 (5 0 n g/mL) XMUVT^N 
-DC<i:^, 0. 4Mm0»AI^*fflViT^g|bT#^^«b. NKSfflJIStD C t 
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6) o 

A/B=^J ^U'-')-)Vm^ (6D4) . tn;NKG2D^:y;57n— (ID 
10 11) (Science 285: 727. 1999; Proc. Natl. Acad. Sci. USA, 96: 6879, 

1999) SifeJi^MI gG<D#«ETT2 4^PB"i^^^ilb. NKSBflScDMfla^^flltt 

^^Ul FNr M^^m^Tz.. 

I CA/B^yi^D-:^;VtrL#:©#ftT-ei L - 1 5T$!lMbfeN-DC 

15 I L- 1 5T$lIS5[bfeDClCj;§NKiHHflS® I FNr M^<ommt., NK/D 
C^^«®^J;:tn:M I C A/B^y ^ n-:^;Vtit<*:Sy^Ji^NKG 2 D^y p 
-:^;vm#:^jD;l:^t#tC«^il:{C^<?^ofe (0 8) „ N-D CCDf^t>0 fciH 

I L- 1 5TM$nfcDCJ3j;SNKMfla®^tt'fb«. MICA/B 
20 -NKG2DffiSf^^fC^^|¥-r^iiai^^-ro 

gliSM4. HCV-DC^C:fe^t^ I FNoiy^g tCji&^bfe I L- 1 5 COj^^CD 
Ml 

N-DC:feJ:r;?HCV-DC$, IFNa ( 1 0 0 0 U/mL) 2 4 BtrplPJ 
25 ^bfc (#af{C-3#n = 5) o =&^«±m'4'<D I L- 1 5, IL-12p7 0, 
TNFa!*5j;tJfIL-l/3 ^, ^-:^-;^^#:(D*^^<^:^|JffimA+>- 
-r h:«7-r >^^#>*fflViT, @ffi1t>H-r-/5^EL I SAfcJ:«9a!l^bfe (IF 
Na/i3. IL-12p70, TNFa, :feJ:CX I L - 1 jS . Endogen, 
Wobum, MA; IL-15. BD - P h a rm i n g e n) „ ^tl^CDEL 
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I SAm<D^lii(DmmM\tWr(Dh^r)'V^^ : 5, 3. 7pg/m 

LMFNa/'iS. 17. 5p g/^mL ; IL-12p70, TNFo! :fecfcZ^ 
IL-ljS, 8. Spg/mLo 
IFNaH, N-DCJc43ViT?g6>7&^lc: I L- 1 5®jg^<£:m^Lfe:«/^ H 

12. TNFa. I L-6*5i;rJf I L- 1 ^ (D^^tt. N-DCi:HCV-D 
C^:(DFB^-e^5^:^^^@jlb^;^)^o;^ (09) o RT-PCRfCj;»9 I L- l Sm 

^n?>(Dmmt. N-DCTJil FNq! ©^M^CcfcO I L-l 5<DM±i!)m 
I L - 1 5g>M# 

IL-15ti, I L- 1 5©^8e>(D#Me*I a ^ (I L- 1 5R a) , IL- 
15 2U±':f^-0 m^^XS^m(D r mJ&^&^^^nShU-y'-I L-l 5U±.:/ 

Vi-5„ I FN a hDClC*5lt-S I L-l SRot ©^^SriSfip-T^^^S*^* 
P^^fcJ6tC, ^^»6^RT-PCRICJ:0 I L - 1 SRo; (DmRNAfT^^^ 
i^^fco I L - 1 SRamRNA^I FN at T^Mb75:ViD tj^^l^tlT 
20 I FNa TfiM'T'SiiN-DC^S.tlXHCV-DCCDl.i-mtC^SViT 

. Z.(DZLti)^i^, HCV-DCt3:feViTtt, I FN a ICI^^-T-g) I L - 1 5 OD 
^^tC«^|5|&:d^a5§7&«. I L - 1 5 R a 0^31«-^3T«?5:Vi^:i:<£^Tc 
N-DC$, trC I L - 1 5 in;#: (30MgXmL) ^fetiirC I L - 1 5 R a 
25 4'fOJn;#: (3 0 M g/mL) ©#&S;^«#^#SETT, 1 0 0 0 U/m 1 I F 
Na <iii:t)JC2 4PtFBlit«L;^m. yu-^-i hp^ h U JdJ: DM I CA/B^ 

I CA/B^^©¥J^m^3^^^^-ro 
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I FN a TrMb^^N-DC^CiStt^MI CAXB(D^m\t, l^^-ftKO^mz 
^niE>(Dm^\t, DCtCcfeViT, I FNa lCj;0^^$n^MI CA/B^ 
5 i^N^TfeSCt^^fo "TJ^^b-^. HCV-DC3&n FNq! JCJiS^bTMI C 

mmme. dc<d i l- i smift-^u i cAx^Bii3itc:j3tt-5:^-h^u > i f 

10 Na/^i3 g)B§-^ 

I L-l s-vrnWi-^nrcDCizm-f^ui cAyB<Dmm\z:^—h^^)>i f 

N-DC43J:t;fHCV-DC^, 5 0 n g/m 1 (D I L - 1 5 a:^: fei- 
I FNa 

15 y^R^mm^ (3 0Mg/mL) ©#^E*;^c«#^#^5ETT 2 4^Mi§«b)fe 
(#S^JCO^n=5) . ^mm±m'^<DlFNa FN3 ^EL I SA 

\z^y)m^vrzo m^^mi iizm-to 

N-DC^^XSHCV-DCm^-fnh, I L - 1 ^-vmWLir^t I FNa 
:fecJ:^I FNiS (DM;^;^)^^jg;i$n;^Co $?>lc:, ^ I FN a/iS R^#:(D#i5ET 
20 TD C ^ I L - 1 5 Tfimt*^ i:. I F N a <0M^f)^mMmz1fiim-^n^f)K 

I FNj8 ®^^««i^j$n3fe3&^ofe (011) o dc<£il-i 

5 TfiJjgt-r S <i: I FNjS 7&tS^$n, ^fd I FNaX/SR^fe^M^SC-ei FN 

:k\Z, N-DC*3cJ;OTCV-DC2:, ^ I FN a/iS R^-fnfei^ (3 0/xg 
25 /mL) ®#&^3^c«#^#&TT, 5 0 n g/m 1 ® I L - 1 5 T 2 4B#FBlfll^ 

hUJc:J;OMI CA/B^^^tCltPViT^^bifcc i^mSrS 1 2 Jd^f. 0 
#t;^h^^A4'©^^tt, MI CA/B^igWi^m3t5ilt<^S-ro DC 
I L - 1 Sl^ltttM I CA/Bmmt. m.1 FNQ!//3R*77.^>i^6i 
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^<D^t.fS^^, 'DC\Z^n^ I L- 1 5 JC^S^bfcM I C K/B(D%m\Z\t,:^ 

5 ^nTVi-S^Lt^^-ro HCV-DCfe I L- 1 5Tfi|85[i--Si:M 

I CA/B^^31b3Si:U"5^1lSM10^mt— ifef So T^t>"^. IL-1 

10 ^»J7 - 1 2 tdcfeV^Ttt, lJATOSim^fflVi;^c : h I L-4:feJ:tJ? 

GM-CS FttP e p r oTe c h (London, UK) ti^^, ^ilj^t h"^ 
^CD40U:^f>H (CD40L) . t hTNF- a I L- 3 «R&D 

Systems (Minneapolis, MN) i)-^^, LPS. p o 1 y I : 
C, ^y-^y^^XS-^'y^ 1 — 7>«S i gma (St. Louis, MO) 7&^e>, 

15 mm;^t: h I FN-r ti, Strathman Biotech GmbH 
(Hamburg, Ge rmany) :d^e>, t h U >/1^^ilI FN- a i^S 
umitomo Pharmaceuticals (Osaka, Japan) 
fS^^, i^^=^MtC^G-t^)zI'T^^i^^^V:t'^Y (ODN) 2 0 0 6«S 
igma Genosys (Hokkaido, Japan) 75^^, -?-tl-^tlA 

20 ^bfeo JBATOFITC-, PE-, P e r C P -^fc«P C 5 - 3 >>? 

3.^— h^bStt h^/i7□-:^;^^^#:^^Vi:r^: : L i n e a g e (Lin) (C 
D3, CD14, CD16, CD19, CD20. CD56) (B e c t o n 
Dickinson), CDla (NAl/3 4 ; DAKO, G 1 o s t r up. 
Denmark), CDllc (KB90; DAKO) , CD14 (M5E2; 

25 Becton Dickinson). CD40 (5C3;BD Pharmi 
ngen, San Diego, OA), CD80(L 307. 4;BD Ph 
armingen), CD83 (HB15a;I mm unotech. Mars 
eille, France). CD 86 (IT2. 2;B7. 0/B7-2. B 
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D Pharmingen), CDwl 2 3 (7G3 ; I L- 3 U'tZf^— a 
m, BD Phaimingen) , CD 2 0 6 (V>y — X , 3. 
2 9B 1, 10; Imuno tech) , CD207 (^>i^xU>, DCGM 
4 ; Imuno tech) , DC-SI GN (120507; R&D Sy s t 
5 ems) 43J:tJfHLA-DR (L 2 4 3 ; B e c t o n Dickinson). 

BMffFI*^':7'f (HBV) ^J;:nHlV\Z'D\,^X\tm^'V;^^^ii^mm 

mzfs^mmmi!)^fsi\^^^t^mmvr:io ^mhvx, hcv. HBv:feit;?Hiv 

i-2^^;::t\z^o:)mm'^m^wm\^rco fi^mmumm'^(DA^- 
>f}^^, ^n'E>(Dm^^2'D(Dm\z^mvrzo 2^&,±iEnfs.r^=^>r^y h 

20 •^>7.73i^— tf (ALT) u^)Vf)mf^vx\^^^mmx Mm^^^^jr (a 
so mii^mvTco m^(Dmmtmmm^rzimmt^AhTm'^^^v, 
j&B0k (CH) mt^mvft. ^n^<Dmm(DmAif}-^iz^\^^x\x M-m±^^m 
mvx, m.m^ti^m^^^z^mmm<Dmm^mmvrco Ascmm\z$d\,^x\x 
?m^mzm^\^<DW-mmmmmi.^mtb^n'r, M-^^^f±(D/mikm^rz},imjE 

25 \tfs.f}^^rco ^n^(D^M.\t, cHB^hmm^Mm^^v, cummu, rm 
i!)^^Mmmz}j:-fyt-ox±\:^, ^^(D/\smmjE^m-r^j;:K)i^^mm<D0km^^ 

VTzo HCV-RNA©««. ^mDNA-:fn—:/Ty±.^ (ChronHCV 
-RNA. Eme ry v i I 1 e, CA) JdJ: 0 Ty-fe-T Uifco HCVjfiim^^ 

-rt!>i^«, wt.^<D-^m\zj;:r)ff-=>rzo mm-fuy7'i)v^^i\z^'ro 
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^K:^— (NV) 


i^tfe^-V'JTCASC) 


1H±ffFiji£(CH) 


N 


23 


14 


43 


tt(M/F) 


20/3 


6/8 


27/16 




45±10 


46±10 


48±8 


ALT 




21 ±5 


91 ±72** 


HCV-RNA^i'T^'— *** 




3. 5(0-35) 


5. 7(0-37) 


HCVjfiL*^ 




5/ 


27/2/ 



ALT, T^— >75yK^>X3?i^— ^f 
** p<0.01vs.ASC 

*** 4»*fit(^)l*S^yyA^M/ryil(Meq/ml)T?^-r 



5 mm^^x^mm C) i o - 1 2 m i u >mMiBmsSB.^mrco p b 

MC«, F i c o 1 1 -Hy p a q u e -/-/a >±C!)^^^BB]^ii>^lSiic: J: D 

**ijfiim^^ CP BMC) ^mjRbfdo ^^rcPBMc^tf^b, 'Aizmm^m 

^-vm^^l^fzo skmDCU, ^^- — -J-^—ts— (Lin) (CD 3, CD 14, 
CD 16, CD2 0, :feJ;tJJCD5 6) ^14*5j;OTL A-DR+i9fla<hbT^ 
10 mht^Lo Uneo^fla®-^— hSrlS)£b;^^, MDC:teJ;t^PDC«$6.JcCD 

1 1 c^^xsc^D 1 2 ^m'm<Dj-%^-y\z^y}^m\^t^o MDC«L i n-. H 

LA-DR*, CDllc\ CDl 2 3""ijfflj3STa&0, PDC^Lin", HLA 

-DR+, CD 1 1 c-:feJ;O^CD 1 2 3'"«''m-ea5^o MD C4oJ;t;PD C«, 

15 flatc^'fbb. ^®:/n-fex®FB^©it>Fpie<jPDCB&^m®^^iaj&^*S$nTVi 
-So CDZ4Wmmmt,. Lin-. HLA-DR+, CD 1 2 3**3J:rXCD 3 4 

Lin", CD 3 4+, CD 12 3*, CD4 5RA-, *5<i;UtL i n", CD 3 4*. 
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CD 1 2 3^:teck(!^CD4 5 RA'tbT^^bfeo F AC S^^^tC^O^S^n 

mm^^^(Orzib\Z, BDCA-l:feJ;t;tBDCA-44}'j|fl^^;/h (Milt 
5 enyiBiotec, Bergisch, Germany) \Z^^, afe§@^ 
(D^^^ISQ^X (19) . UDC:^^ZSPDC^PBMC^ftW^y>f—n—h 

CD14, CD16, CD20, CD 5 6 *3j:tJ?iif U Zi/fcU > (S t e m Ce 
11 Technoloies, Vancouver, Canada) ti^ts:^ 
10 ^'rJVmi^'Vmm.mizmm-^'^rzW:, FACS vantage SE(Bec 
ton Dickinson I mmu n o c y t om e t r y System 
s. San Jose, C A) TrMD C43 cfclXP D C ^SiJ>«r fCV— h bfeo 

m^^mi siz^-To ^^y^, mmu^^m^mi-ro cH^jc^stt^Dc^s 
^up DC (D^mtiE'^^^>^^T (Nv) iz^n^mm^K^i&^^^rc^K a 
15 scm\z^n^mmti^mvf3.i!)^^rco chs^®mdc«. asc^sj^i/^nvjc 
^n^^Y)'>f3i\^^m\^\z$>^rco Dci)-':/±y h<omoi)^HCYmmBm\z^n 
^m.PBMC(Dm'>\zmmt'^'^m^^mwr^rzi^iz, mmoPBuc, cd 

bfe:^>5oT. «DC©M^ii>^ViCia:«, miZP BMC-^m\^^rcib'VitfSi< , 
20 CHa#tC:*5ViTDC3&^3U^fi5tCMil>bTVi^:feje)*e2b'2>o 

^ic. DCit::^ir»> hcDMrnmo^^^J-^fUfco B 1 ome> (J. Exp. Med. 

192:1785-1796. 2000) JcJ: O^^^nw^^S^MJdbfeT&^oT, PBMC'4' 

X', CD 3 4mmmM (L i n-. HL A-DR+, CD 1 2 3+. CDS 4*) . 

WMntimm^ (l^ in-, CD123*, CD34\ CD45RA-) :^J:ZS'ikm 
25 mmmm (Lin-, CD12 3\ CD 3 4*. CD 4 5 RAO ^^SUb^Cc C 

0^1ctc<£d^o}'S:7&^. ASCSIlc::fettS'b©ttK:^-Ot>©t^7&:^;^;e)^o;'S:, 

zn^<DmM\t, m^cmis^0kB^\z:is\,^xkmBC:is^zs^(Dmmmmf)^mc> 
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mmms. ^mstMrnm (pbmo f}^^(DDcmm(D6^mi5^zsmm 

mmfSi^^y^^ 7(DmJki}^^ny^ n—h^mmV, F i c o 1 1 -Hy 
p aque^m^iB3^iC^^f8l^c:J;DA*:7^r3-^:S^e»PBMC<£rllIiRb;^o m^m, 
5 BiBR MDC:j3j;tKPDC«. -tn^tl. C D 1 4 - *7-f tJ7 p bf-X GDI 
9-*^-r^ntf-X BDCA- 1 *;/5:«BDCA-4 DC^il^^y h (Mi 
Itenyi Biotec, Bergish — Gladbach, Germa 
ny) SrfflViT, mm.mzmm\^rco CD4, CD8Tm:fed;t>'NKm«, 
PBMCd^e). ^tl^rmjt^-r^S t em-S e p^^y h (S t em Cell 
10 Technologies Inc. Vancouver, BC) ^ffl V^T^J-iS 
bfeo CD 3 4+]ltjfiiBCflK#:«fflflS«, CD 3 4 tJ7 n fc*— X (M i 1 t e n 

yi) <&ffiViTiir=^jfii¥Mm5j>^e>miibfco 

DC±(Dm.m^^(Omm\^FACS CaliberCBecton Die 
kins on, San Jose, CA) ^fflV:»§:7 tt-T hp< h U tCt 

15 mi^f^o m^<Drzib\Z\% DC^, 2%BSA:feJ:tK0. 1 %T5^'^b:^ h U "i^A 
Sr^t?PBStfiT#SWirt#:^;^c«T-rVi5'-rytn;#:tih'bJc4'CT3 O^m^ 
^VfZo MCD\t, Lin-, HLA-DR+, CDllc\ CD 1 2 S'^'T^fet), 
PDC«, Lin", HLA-DR^ CDllc^ C D 1 2 3 "^-e^) D . Cltl 
e)Mfl§tr43tt^CD4 0, CD 8 0:feJ::t>'CD 8 3 0D^3^«fa:;e>^o:^c "T^T 

20 ©milbfeiiJi^©Mm«. 9 0%J;f3W^o;feo 

:^iiU;'S:¥3^*:/S:«MDC«, 10%®FCS, 5 0 1 U/m 1 OD^- S^U >. 
5 0 M g/m 1 ©X 2mMCDL-^;i/^5>, 1 OmMODH 

e p e smmm:i5^XSl 0 MMO^^ig^^^TS ym^ffiS'feb (^^i^ifi, CM) , 
5 0 n g/m 1 ©GM-CS F^^^. 1 0 n g/'m 1 (O I L-4^^tS^^^rc 

25 MDM (G I BCO Laboratories, Grand I 

si and. NY) 7 Bmmmvrco PDC«, CMffT5 0ng/m 

1 © I L - 3 ®#«ETT 4 B r^^«bfe„ 
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VSV«, i^MSM (G) 3te^:!5tGFP^n-Hf SU-Jj^-^-jife^TS^ 

5 E 1 :feJ:rXE 2SeS^WT^ (VSV-E1E2) (J. Exp. Med.; 197(1): 
121-127, 2003) o 
[0 0 6 9] 

SW2 8D— (Bee kman Coulter Inc. , 

Fu 1 1 e r t o n, CA) 2 0 % (v/w) - 6 0 % (v/w) ©#3^^ 

10 6<)v'3«S^SBT2 5. 0 0 0 r vm'V4'C-V2mMm'C!'^m'r^:it\Z^y)nm 
L, -8 CCT^^bJ^ 

o 

)V7.D->^)V^(DRNA(Dn}^~^^^^ir^rctb},Z\t, , TaqMan 
EZ RT-PCR^^;/ h(PE Applied Biosystems, F 

15 o s t e r C i t y, CA) ^IBViifeo i^zL-FiJ^-f yvs V RNA©323 
-bp'fe^^>h2:J«i|@f S:7:e-'7— ny^-fT- (5' -cattattat 
cattaaaaggctc-3' (SB2?a#-^l 0) ) :fe<fci;U A'-:^::^^-r'7 
^(5* — gatacaaggtcaaatattccg— 3' (iB^J#^ 1 
1) ) . 43J:CJ?-fim^a^i^yP-:/ [5' - i6-tlJV^^>^-yJV:tU'ii 

20 ^» — atccagtggaatacccggcagattac — (6 — 

3j^4^->-^h7P^^;V-n— -3' (BB^J#-^12) ] Srffil/ifeo IB^J 
^ffl^ff (AB I Prism7000. PE Ap plied Biosys 

terns) tCctO, pcRmm(Dm(D^ytnm^=E::i 

S^i-F^-r:/VSVSrPBMC^fc JW^^Jfii:^^ 6 ^11 b ^cM^J? ©^flS fc^S 

MmtVX\t, VSV-GMeS*^SbfcVSVAG-GSrfflVifc„ 4J-gibfc 
a>^?0!)jfilS^iMJiS^, 9 6'^x;i/^^yi/-h4'tCCM4'T5X 1 0^$HIS/':7X 
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jvx^mmvTco :kiz, ^mfd^^zL-H^-ry-^-fji/XTab^vs v-E 1 E 2 

(1X1 O'^RNAhH— /''j7x;l/) , VSVAG (1 X 1 O'^RNArntf-/ 
^JLJV) ^rc\tVSYAG-G (1 X 1 0"RNAat!-/«:7X;i/) til^UV, 

5 ^m^b, FAc s^m\z^r)m^<D/'^-'t>y'--j^'^tbrzo mmmm 

(DjE^J'^-±>y^-i^\t, :k(D^^\zVX^Vrc: %mm= (VSV-E1E2 

\f^rcii^<DGF p*mm<D%) 

^(Dm^. VSVAG-G«, MDC, PDC, :^J^:fei;rJ?CD 3 4 +3tjfilS& 

10 mmm\zmmvrzi}WSY-EiE2\t:in^(Dmm\zmmvt3ii!}-^'Drco tut) 

15 

m^^rz.tb\Z, MDC*:^!:«¥S^$rGM-CSF©#^ETTI L-4 
fc«I L-475:b-rlS«bfe„ ABB\Z^Mm^6^^\^r^tL^^, GM-CSF 
43J:tXl L-4 ti:t)lCi^^b;^c:MDCH. GM- C S F(D^<hitjlCfig«b;^ 
20 feOtJt^UT, CD la, CD 8 3 :fecfcr/CD 8 6 OOi^li^^^^WbTV:^;^, 
JlO^ltJ^. I L-455^DC^'ft:H^tbTf^ffiU;fc2:<h$^Tc MoDCt;::fe 
ViT«. GM-CSF<i:a:t)Jr^^b:fe«fflJiaa:, GM- C S F*3<i;t;? I L - 4 © 

m.^^t>-^x^mvrcmmii<Dm\zw\U(DmMm(Dmmf)m^^nf^. mtz, i 

L-3a)#^ETT<Dit«CD4 BStC, P D C 0 B g <hjti^bT, CD 4 0, C 
25 D8 0, CD 8 3:fed;tlJCD 8 6®^3l3e>^iS;&^o;feo 

^:ne>a)DCfc'>^-HiS''l'yvS V-E l E 2 ^giaU^cj^m^S l 4:fej: 
t;f015{C^-r. m^P. :&T^IS®ii:^«GFP*ia8Jia©/'?— fe>5^-v^S^-r. 
4 BS®MDC:fe«J:ljf4 B B*5J:rJf7 B SCDMoDCtc43ViTGF P 

^^nrzi)\ ABB(DF'Dc\z^\/^x\tM^^nis.-fy^'Drc. vsvag-g^^ 
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tz, GU-CSF(D^tii%\zmmvrz4BB(DMDC\Z:^\^^X\t. GFP+^ 
moWl-^ (n = 3, ff^M^feJ:!)^!®^) \tl. 5% (0. 5-2. 2 7%) 7?^ 

VV^—- tz:>-T— S^OGF P*ilfflfl^^t|g^$n3^2 3. 3% (12. 3-27. 
0%) „ MoDC^a:, 1^m(DWmm^\Z\^rc'^^-=>TVSVAG-G:^^ZSVSV 
-ElE2t;i^bT, (Dm^i&^^VTco 4 B a©MoDC«7 B S®Mo 
-DCJ;01t!g^65iiSVV^— >?©VS V-E 1 E 2'^WGF P 

E 1 E 2-jS:/M4'>-r;i/xSAowffitc*3tt^5>a.-K^'ryvs vi^om^ 

^(D^D C \Zi3n^HC V - R N U TjV^-T A P C R J: ^«b;^o mm 

IgViHCV RNA^-fr^'— (IX 1 053it!-/M 1 ) triHCVJi^: 
^-^^J^Vi (Bio Clinical Partners, Inc, USA)o 
3 II 1 /':7x;K^)3^S«^^9 6^x;W::/l/-h®DCJCj!jP^, 3 7'CT 2 4^Pb1 
-O^zi^— hb;^. DC^miRb, 1 %FCS^M3febfe I MDM-e3lHI^5fe^t 
20 U, ^^tCRNe asy Mini Kit(QI AGEN, Germany) ^ 

HCV RNA^a95£-rS:^Je)Jc:t3:, TaqMan EZ RT-PCR k 
it (PEApplied Biosystems) ^fflV^fco HCV RNA 
©5' -#^3-5^^>^^^(Dl 6 1 -bpi2:i^pt>h<£liijiS-r^:7;t'7-Hy 
26 ^4 V— (5* -cgggagagccatagtgg-3' (SB^JIS-^ 1 

3) ) *5J:t;^UA'— X:/^-r"=<'— (5' -cgaaaggccttgtggta 

c t-3' (iB^j#-^i4) ) . ^^xs. =immytmmm-:fu-^ cs- - ce 

—ir)V^^i^—y)V:tU-^'i » — ctgcggaaccggtgagtaca 
c- (6-;^3;i/jH^'>-5"h^^^;l/-D-^^» - 3' (i3^J#^15) ] 
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>£rfflVifCo iB^MtBgg (AB I Prism7000) ^fflV^T. PCRliili 
. Ill'^feJfflia©^'^, ^'bltfViHCV RNAiJ'-r^-^, GM-CSF©^^T 

5 ^mvrc4BM<DMDc\z^\^^x^m-^nrc (^le) o ^nu. n^-f 
c (D^mmi^x^mvrco d c $rH c vgs^:*^ e^iiT^ pisg#®*-&«^ 

MSr^Vifc-rTtJe)^::, IFNa. IFNr, CpG ODN 2 0 0 6, CD4 

OL, poiyi :c, TNF a i^TcitLF sxmmvrcmmhMmvxi^^u 

[^UBtC, IFNa (lOOU/ml) . IFNr (lOOOU/ml) , IL 
-3 (50ng/ml) *fe«IL-4 (lOng/ml) ^^tl^tlD C tdjin 
^fco CpG ODN 2 0 0 6 (1 0 ^M) , CD4 0L (1 m g/m 1 ) . 
p o 1 y I : C (5 0 m g/m 1 ) , TNF a (2 0 m g/m 1 ) ^fcit 
20 LPS (lOjag/'ml) tt. >':i-H':7-r;i/X^*^af ^2 4TOt«tCDCl;i 

jgmsr^i Tid^-r. I L-4:fej:r;tcpGODN2 0 o 6^mmzmiM't^ 

t, GM-CSFl'TigilbfeMDCiiltllifUT, V S V A G-GtC^fS^^ 
tefd^S^S-t^^-riC, VS V-E 1 E 2#^GFP+^flS®A— fe>7^— >^;«>^ 
25 ffi^tc:i^iJ>f ^C:<»:;^)^§9^5{>^l-?^ofeo IFN-a, polyltC, L 

PS:feJ;t;fTNF-Q! tt. VSV-E 1 E 2 :fei;t;^V S V A G- G^M^^lCO 
ViTGFP*aBfl&(3!)/1— fe>T— >^«rM^>;^-&feo SMM:5i-«flc: J: 0 . CpG 
ODNtt, GM-CSFi^:«bf3^Sb:tMDCtc::fettSCD8 S^^ZSCDS 
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DcjL(Du^^>^m^i^mcYmmizm-^vx\^^^f}^^f)^^m^^rcmz, 
'^>-r>^<krS:^^^ 1 — x^vs v-E 1 e 2«A®ia§tc-3ViTS$^b^„ 

GM-CSF<hi:t) izmmi^tcUD C ^ 4 B S \zm^ ©^^^©"7 >:^>^fc«;j!J 
h-7.iith\Z3 7'CTl 8 o^r^-r>^3.^-hu, ->a.-H^'r:/VS 
10 V^^ab;/^„ S^a--H37-ryvS V^3@©MlCDC<l:EDTA (5m 

M) TBSbfeo DC<hflf^MJMBa**T*SHe pG2,i:^lti!!TSfc86{c:, 
a.- \i ^^^VSYmm(DmiZHepG 2^ 5 tigy ml (D-^y^yxmMvrc. 

MDC^'^>^>1!mMm-r^t, VS V-E 1 E 2 ^Wt"^ G F P+M® 
/N'— fe >7^->^«^S^fe#65ilS:TMil> b;^;&t, V S V A G - G ©^AJC^j^W 

mmvrcMDc\z:is\^^xmm^nrz mi 9) o ntwznv. — x«v 

S V-E 1 E 2*;fc«VSVAG-G(OViTn{c:%)MDCJc:*5^t-5^^fcj^#$ 
^{^■^fSiiJ^-DtZo m^m}^^^iz\Z, EDTA^VS V-E 1 E 2®^^'I4<&{&T 
$i±;^y?)^o;^c7&^. VS VAG-G®ig^'l4<&^^l:iS^|^bfc„ Z.n^(D'T'-^\t, 

20 V>y-7>M®j^7K'fbi^;0^*C a2+#^fe#e5^iCT?DCtVS V-E 1 E 2 ^:©*B 
Sf^ffltC||#bTVi-5Jl.hS:^i^-r.. JinJr^L, H e p G 2 i^||SJc*3l/iT«, 
>:^>«VSV-E 1 E 20^^Srga$b;^*^ofc (0 2 0) o ^<3DC^i«, V 
SV-E 1 E 2<DMAS:fe'5i9-^«. H e p G 2 iMD C tT^^J^S t 
l^LT*3f9, ^e>tC. "7>:h>/05MDC±(D5^^JCj^#^]g:^^-r3&«, VSV-E 

25 1 E 2±©:$^^tc«^^U75:Vi;i,J:^^-ro 

DCJc^frt^^^5^>©^^;&^vsv-E 1 E 2 f;:?y-r-§)-ecD^^tti:TO^-e 

h^i)^^iS^^m^^tc^\Z, GM-CSF<i:^t)Jc^^lb^MDCi:GM-CS 

F.t I L-4i©m^'g-*Dii:T^«LfcMDC{c:oViT, DC- SIGN. 

y -7. l/-fe (MR) :feJ;tK^>>^3i'J><3D^^^ltiebfe„ DC-SIG 
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-E iE2(Dmm\zmt$^m^VT\,^m^z:t^^m'r^o 

5 

*iiHj«, m-\^cmB0i(Dmm\zmmtsimmmi±^^ (il-i5. $xd^ 

10 <Df^m:^f&^mmt^o :^mm<Dmmm.^m:^xsmm-^m\z^'DX, mmmmc 
mmm\z:^^^xf^mM^^zswFmo:>m^^'f'mir^z.h7f)^x^^o 



wo 2005/023289 



PCT/JP2004/013283 



32 

2. I L - 1 5 ^^m-r^m^m i v5.m(Dmmm.s^^o 

3. iL-i5^#^f^, m^cmf^^0k<Dmmiz:is\^^xi FN- a Lmm 

viTi FN- a tmmt^rcib(Dm^m4mm<Dmmm^!^. 

F, GM-CSF, IL-4, LPS, CD40L, polyl : C, TNF- 

a :id^zsi FN-r itj^Bu^m^^miR-^n^, m^m4^rz.\t5izmm(Dm 
15 mw.^i^o 

8. l^i7^>Jg^%M^'^Wf itttCMfff^©?&!St::*5ViT IFN-a 

10. I L- 1 5. 5xD-r \^nimm&mmmmmi'msvi7'^>i^^mn 

11. I L- 1 5. 5xa-r HI^#t»tMISfiK»MH^:RZ^l/i^5"»S'&#lM 
25 /{)^^S^$n§ ia£i.±(3Dfiltt^:a-®W^»^.^#l;ife#-r^:it<&'^01ii4C 

12. 'li'l4CMffFi*^^?&^f'5:^J6®g^Oia3t®fe86<DI L-1 5. 5xn 
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When ^^a medicinal composition for treating chronic hepatitis C 
containing IL-15" is considered as a specified invention among the 
medicinal compositions containing three different active ingredients, 
which are described as alternatives, involved in ^^a medicinal composition 
for treating chronic hepatitis C containing at least one active ingredient 
selected from the group consisting of IL-15, myeloid dendritic cell 
maturation stimulators and lectin-binding substances" according to the 
invention as set forth in claim 1 of the present case, the common matter 
thereof to the medicinal compositions containing the two other active 
ingredients seemingly resides in ^^a medicinal composition for treating 
chronic hepatitis C. 

However, a remedy for chronic hepatitis C comprising as the active 
ingredient INF~Yf which is amyeloid dendritic cell maturation stimulator, 
has been publicly known as reported by the following document. Thus, 
the above constitution cannot be recognized as a novel matter. 

Moreover, these inventions have no technical problem in common that 
having been unsolved until the application of the present case. 

Such being the case, the inventions using a myeloid dendritic cell 
maturation stimulator or a lectin-binding substance as the active 
ingredient, among the inventions according to claims 1 to 10 and 12 in 
the present case, cannot be considered as a group of inventions so linked 
as to form a single general inventive concept together with the specified 
invention as described above. 
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